Background
Conclusion
This evidence suggests that male gender, high maternal education level, and birth anomalies are risk factors for childhood tumors irrespective of the age at diagnosis. Cesarean section, birth order, and 5-minute Apgar score were risk factors for some tumor subtypes.
tumors. Four controls per case were chosen by systematic random sampling (n = 1580) from the SINASC data source, and were ordered by birth year and gender for all solid tumors including children aged >5 years [18] . For these analyses, the same control group (n = 1580) and 340 cases were selected. Variables available from SINASC database were gender, 5-minute Apgar score, mode of delivery, congenital anomalies, birth order, birth weight, maternal age at child's birth, and maternal education.
Statistical Analysis
Odds ratios (OR) and 95 percent confidence intervals (CIs) were computed by unconditional logistic regression analysis using SPSS version 21 .0. The analysis of both all tumors and for each specific tumor group always included the total control group for comparison. Apgar score was categorized into three levels (0-5, 6-8, 9-10) and in two levels ( 8 versus >8) [23] . To test the sensitivity of the results we ran analyzes for 12, 24 and 36 months of age and results were significant for 24 months of age (data not shown). Separate analysis were conducted for age at diagnosis ( 24 months or >24 months) and for tumor subtype (CNS or non-CNS embryonal tumors). All variables were included in a logistic regression model and adjustments were made using only variables with p values 0.20.
All data were kept strictly confidential, ensuring anonymity. 
Results
Maternal and perinatal characteristics of the controls and cases are presented in Table 1 . The presence of birth anomalies was detected in 7 cases and 6 controls. Birth anomalies were classified as described in the International Classification of Diseases tenth revision (ICD-10). Among the 7 cases birth anomalies were described as unspecified congenital anomaly of the foot (n = 1), Down syndrome (n = 1), macrocephaly (n = 1), unspecified syndrome (n = 1), spina bifida (n = 1), unspecified brain abnormality (n = 1), and congenital anomaly of the male genital tract (n = 1). Table 2 shows the crude and adjusted ORs and 95% CIs between all tumors and sociodemographic and maternal pre-and perinatal variables. Male sex, high maternal education level, and birth anomalies were independent risk factors. Continuous maternal age (per 5 years increased) shown a modest association with all embryonal tumors together, despite not significant. As shown in Fig 1A, an Apgar score 8 was an independent risk factor for renal tumors (OR = 2.17 (95% CI 1.08-4.35)). A decreasing risk with increasing birth order was observed for all tumor types except retinoblastoma. Among children with CNS tumors, neuroblastoma and renal tumors there were a decreased risk with increasing birth order (OR = 0.90 (95% CI 0.78-1.04)); (OR = 0.82 (95% CI 0.67-1.01)); (OR = 0.89 (95% CI 0.73-1.08)), respectively (Fig 1B) . Delivery by cesarean section showed a marginally significantly increased OR for all tumors except retinoblastoma. Among children with CNS tumors, neuroblastoma and renal tumors there were an increased risk with delivery by cesarean section (OR = 1.37 (95% CI 0.91-2.07)); (OR = 1.42 (95% CI 0.82-2.43)); (OR = 1.44 (95% CI 0.83-2.48)), respectively ( Fig 1C) . Maternal education level higher or equal to 12 years showed a significant increase in the odds for all tumors together, as well as for the group of CNS tumors (OR = 3.28 (95% CI 1.51-7.13)) and for neuroblastoma (OR = 2.91 (95% CI 1.11-7.61)) (Fig 1D) .
When we stratified according to age at diagnosis ( 24 months versus >24 months) higher maternal education level (!12 years) and birth anomalies continued to be an independent risk factors among children aged 24 months. Among children diagnosed older than 24 months of age, delivery by cesarean section was a significant risk factor (Table 3) . Five-minute Apgar score was analyzed according to age at diagnosis (<6 months or !6 months) and a score 8 had a 2-fold risk in children aged <6 months, despite not significant (Table 4) .
Discussion
Childhood embryonal tumors are frequently diagnosed before children reach the age of 5 years indicating that there are factors involved in utero or during early postnatal life. We selected children from two good quality Brazilian population-based datasets [15] [16] [17] [18] [19] .
The sample size among specific cancer types became small and our results were limited, which occurs with most studies assessing childhood solid tumors. Pediatric cancers comprise a heterogeneous group and it is unclear whether subgroups should be analyzed together. Causal associations with childhood cancer have begun to be documented [2] . We found an increased risk of childhood cancer among cases with congenital anomalies and high maternal education levels.
Maternal education has been used a proxy for socioeconomic status, though it is not perfect. It is a variable with good completeness in the SINASC dataset [24] . In our series, higher education level (!12 years of education) was 14.0% in the control group versus 20.3% in the case group. Higher education level was an independent risk factor for all tumors together, as well as among CNS tumors and neuroblastoma. Maternal education has been described with 90% of agreement for 12 years of schooling [25] . Studies done by IBGE in Brazil evaluating in selfreported questionnaire regarding demographic issues reports that overestimated is only on the lowest category of maternal education (http://www.ibge.gov.br). We believe that our result is reliable because it was on the highest category. Maternal education is consider a indicator of social background which can be associated with a variety of health-related factors including risk factors associated with childhood cancer as occupational exposures, dietary patterns, exposure to infectious, immunization, breastfeeding [26] [27] [28] . And it has been reported as a confounding factor [26, 27] . A recent paper has shown that genome-wide association was associated with the numbers of years of schooling completed [29] . Another item that requires attention is that immunization is correlated with education background and incomplete immunization has already been described associated with embryonal tumors [28] . Human LGA 78 (4.9) 19 (5.6) 9 (7.6) 10 (4.5)
Development Index (HDI) was similar between the different cities that were included on our study so we believe that migration does not interfere on education background [30] . Several studies have shown no impact of residential mobility regarding environment issues [31, 32] . Unfortunately data from SINASC regarding occupational exposures is incomplete and it was not evaluated in our study [24] . One of the strongest risk factors for childhood cancer is being born with a congenital anomaly. Carcinogenesis and congenital anomalies may have a common basis in some pediatric cancers [9, 12, [33] [34] [35] . Among our sample, 13 cases/controls had a congenital anomaly noted at birth. The field for recording birth defects at SINASC is composed of an open-ended question and a field for the description of the birth defect is coded according to the ICD-10. We observed a high ICD-10 'not otherwise specified' among our reported cases, not allowing for more information. In an evaluation of data from SINASC in a hospital in the city of Campinas (São Paulo State), a 46.8% under reporting of all birth defects was observed, indicating that the SINASC database needs improvement to collect information on the prevalence of birth defects [36] . This is an important limitation reported by others. Birth anomalies can be diagnosed at birth but minor anomalies are more common diagnosed latter in life [35] . Down syndrome is a well-established risk factor for infant leukemia whereas the association with solid tumors is uncommon [37, 38] . In our series, a case with macrocephaly had a CNS tumor, which may be a reverse causation [39] . Five cases with germ cell tumors (n = 32) was described with birth anomalies as unspecified brain abnormality, spina bifida, congenital anomaly of the male genital tract, unspecified syndrome and Down syndrome. Spina bifida was more common in children with cancer than among population-based controls [33] . Among solid tumors associated with Down syndrome germ cell tumors are the most described [40, 41] . One case with renal tumor had an unspecified congenital anomaly of the foot. Hemihypertrophy is part of several syndromes associated with embryonal tumors [42] . The unspecified congenital anomaly of the foot could be a signal of these syndromes. The association between cesarean section and childhood cancer is inconsistent [11] . Cesarean section presented a slightly significant risk only among children diagnosed older than 24 months of age. Some studies suggest a higher risk of neuroblastoma and leukemia [8, 43] . We do not have information on elective or emergency cesarean delivery at SINASC, and this may be an important factor involved in the mechanism of the association [43] . Our data should be treated with caution given that Brazil has one of the highest rates of cesarean deliveries, especially in the South and Southeast regions, and these rates may be associated with the availability of perinatal care services [44] . Among children diagnosed older than 24 months of age, cesarean section was associated with an increased risk of around 50% (OR = 1.47 (95% CI 1.04-2.07)). Children with neuroblastoma showed a strong association with cesarean section, despite the association not being significant. Among Brazilian incidence rates, a high incidence of neuroblastoma has been described in the South region. The high incidence of neuroblastoma was correlated with socioeconomic status [5] . The South and Southeast Brazilian regions have the highest HDI among the different regions [30] . Maternal education was used as a proxy of socioeconomic status and was also a high risk factor for neuroblastoma. Bilateral and unilateral retinoblastoma were analyzed together. Bilateral retinoblastoma varies little worldwide, whereas unilateral retinoblastoma has a higher incidence in many developing countries suggesting environmental exposure contributing to its causation. [45, 46] . Unfortunately, in our PBCR we do not have the information on laterality. The risk of retinoblastoma was protected by cesarean section, despite not significant. The presence of Human Papilloma Virus (HPV) has been described in retinoblastoma tumors [47] and maternal transfer could be a possible route of transmission [48] . Children born by cesarean section could be protected from HPV infection.
Birth order may be a marker of different hormonal exposures to the fetus, and higher birth order children may present with higher levels of microchimerism [49] . Moreover, birth order has been used as a proxy for postnatal infectious exposures [7] . Birth order was calculated from the number of previous pregnancies, counting both living and dead children plus one; however, this may affect the accuracy of birth order data. We observed a slightly protective correlation with increased birth order, which was non-significant in all tumors except for retinoblastoma which could be lack of genetic counseling. The risk of bilateral retinoblastoma has been described as decreasing with increasing birth order [7] .
Different biologic pathways may be responsible for the association between Apgar score and childhood cancer. The 5-min Apgar score is a predictor of neonatal mortality and neurologic outcomes. A low Apgar score is a marker of suboptimal fetal environment and may be associated with compromised immune responses against tumors [50, 51] . Among our cases, a low 5-minute Apgar score on overall cancer risk was strongest for cancers diagnosed before 6 months of age as others have described [10] . The 5-minute Apgar score 8 was an independent risk factor for renal tumors. The association between 1-minute Apgar score and Wilms' tumor has been described in some studies [52, 53] , and the 5-minute Apgar score has only been associated with Wilms' tumor in Nordic countries [10, 54] .
Birth weight has been documented as a risk factor for several tumor types, including tumors occurring in adults [55] . Our data has been described elsewhere and suggests that increased birth weight was associated with childhood solid tumor development [22] , which was used for adjustments.
Chromosome-number abnormalities have been associated with altered recombination and increased maternal age. The most important factor linked to chromosomal aneuploidy in women is advancing maternal age. It is well established that chromosome-number abnormalities in offspring occur more frequently as maternal age advances [56] . In our series, maternal age was a modest risk factor for the development of embryonal tumors, despite not significant.
This study has the advantage of population-based birth and cancer registries from Brazil. No single cancer registry exits countrywide. People who moved from their city of birth to another city either those that were not born in there city which developed cancer would not have been identified in the study. This is one of our greatest limitations as has been described by others [35, 57] . We lost around 30% of cases identified in PBCR. Brazil has a continental dimension and around 35% of population lives out of birth city [58] . This effect which may bias our data is difficult to evaluate, but we believe that the migration occurs equally between cases and controls. The quality of the data in the PBCR database has significantly improved, which can be observed through the International Agency of Research on Cancer assessment [17] . The SINASC database is recognized as having good to excellent completeness, with consistent information [19, 24] . Another limitation is the lack information on risk factors after birth. In conclusion, even if based on a small sample size and different tumor types, some elevated risks seem to be consistent.
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